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immm^i-m] agik 31/44 
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li^mximpjf] i^umi^^mmmifm 2ru 1 #3 0^1 0 0 1 

i^mximm] i^mmMm^m±mm 4 1 # 1 -^^7 > 3 - M^a 1 1 
0-^ 
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im^m-^] 000002956 
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^-v : 2/E 



[ftSU^-^l 100115473 

[miS#-^] 06-6300-2722 

[^m-^m^^] 016322 
[^##01 21.000R 

mi^^] mmm i 

1 

l^i^^^^^-^] 0203318 



ft 



tfiiiE#2 004-3038207 



mm 2003-1 16076 



m^mi] ^ [I] : 




|^$tL-Cv^-C^) iv^T^v^^v. S^^tLTv^T^ =fcv>T;u=i^->. ttJ^^^x-rv^ 
^^1-0 ) 

n(i. 0. 1. 2> 3tfzii4i^-^o 

zi. z2, z it/z 4 (i, iw}— e^^^oTv^r ^ J; <. -E-tL-rtL, ch 




aiiE# 2004-3038207 



Jt#iM 2003-1 16076 



2/ 



G2{i, tKMT-. -NR3r4^ -0R5, -SR5, -C0R6, -CHR 
R3~R8(i^ K^^zm^^LLX. TKmW.lh. gm^tLTv^T^ J:v>t;1/^;1/. T 

:^ ;v .i^' - )U t fz (igf^ $ ttT r J; v^^^i^^^g^ ;ix ^^-f o ] 
ltmm2] ^ [I a] : 



(^4^. ^Ati. ^>-^ymtfzi±M^mn.^^mmmn^mL. m^y-^>wiB 

g^$;h.Tv^-C^) J:v>T;V3^v, g^$ jfxTV^r ^ i v^T ^ ^ . gj^ 

^ 1 ~ 3 l@<7)^-eg^$ tL-c ^ i V^o 

w(i. m^^. tfzitiiiL<it2m<Dr)v^)Ux-m:^^P'X\^^xi>x\^^Ci- 

c 4 t;i/^ ^>=^^i-o 

nti. 0. 1> 2, 3$/c(i4^^-ro 




[la] 
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#il 2003-116076 



Z(i. CHS f^tiN^^-To 

R 2 (i,. 7K^ir>T-. -NR3r4^ -0R5, - C O R 6 ^ /cti- C H R 7 r 8 
r3~r8{±, 2v^;^$:£LT. tK^J^?-. «^:^ttrv^T^> J:v^t;i/^;i/. T 

[W^:^3l ^ [I b] 

(R") k 



(^tf. R 1 1 (i. tK^I^T-^ C 1 ~C 4 T;l/^;V:fe J: i ~ 

J: v^o 

:^;i//s'^-f iCFT^ y J: ^j^^^7!)^hmifft:h&xm^^tiX\^^XiiX\^^C 
1 ~C 4 T^v^^l'. 

(2) C 3-C 4iy^ur)^^)^y^)U. 
(3) 




tblE#2 004-3038207 



#il 2 0 0 3 - 1 1 6 0 7 6 ^- V : 4/ 

(4) vTy> ^^^yym.'f. Ci-CsT^p^^v. c i ~c 3 T;u^;vi3J; 

(5) 7" h Knkr^->'l^. tfzli 

Z 5{iCH^/::{±N^^-to 

R 1 3(i, (1) C 1 ~C 6 T;v^>>1^ (^C 1 ~C 6 T;u^;Ki. :^<D ( i ) ~ 

(x i i) ct i9^^#5&^'b3i{ftL^^trMm$n-rv^-c^ iv^) : 

(i) ^Oa) ~e) ct «9^^^7i»^'bil(i^tL^*-ea^$tL-Cv^T^ J:v^C 5 ~ 
C 7 nT;w^;v. 

a) tK^^^ 

b) c 1 ~c 4 r;v^;vsi^^^xTv^-c^> i:v^T^ 

c) c 1 -c 4 T;v7^y -^;i^T^ y . 

J)^^^;&-^S{^tL^*trgi^$:}xrv>T*) iv^C i ~C 4 T)\^^)U^ isJ; 

e) C 1 ~C 4 T^l^^^l/fi^^^lx-Cv^T^ J:v^;^;l/ys-^^;l/ 
( i i ) 7lc^», i3J:0^^ 

(i i i) C 1 ~C 4 T;v^;vai^^tt-Cv^T^ ctv^:^;v/^'^^;i/, 

(iv) T-'V^^i'. T;u:^y^;i'. T)i'^}i^:^)i^^=-)i^isXZf:t^yX^^^f^ 

(v) t;w^;v. T;i-*y^;u. T;w^;vy.;i/j^^>'^i3 J: v i tjfig;^^^;^^ 

(v i ) TK^^-eS^^ttrv^T^ iv^x h ^t: Knii-^-;i/> 

(v i i) TJi^^j^isxxf^^v J:^m^^^^<^Mi£n^m-^^m:^^ftx\^^xii 

(vi i i) T;^^;^i3J:(/:t^y J: i9Sfe^W^^^{i^tL^^-e«J^$tLTv^-r 



ffiiEJjf 2 004-3038207 



#0 2003-1 16076 ^- V : 5/ 

'(i x) TJ\^^)]^isxxf^^y x^]^:hm^^hmiin-^&x-m^^t^r\^^xi>x 

(x i) T;u^;V'«m^tvTv^T*> ctv^tf isxxf 

( X i i ) ^ >; 

(2) c 5~C 7 vi^nT;u^;i/ (MC 5 ~ C 7 v ^ n r (i) 
~ (i i i) J: i9^'2>^:6-'bM{ftL^^-e«m^^TV^-r^i:v^) . 

( i ) Tkm*. 
is it/ 

(i i i) C 1 ~C 4 T^W^^WgJfl^tL-Cv^-C^ J:v^:^;u/s^^^ ^/tti 

(3) (im^^^^ti. ^<D (i) ~ (v i) J: 

(i) T^y. 7K^». 7ai-;vi3J:0^>^y;d^«b«(m^*-CSm 

(i i) T }\^^}i^M^^fiX^^X i> X^^T ^ y — 

(i i i) /^^^'>-eM^$tL-cv^-c^) iv^T;^^;^y^;^^^^>'^^ 

(i v) T }^^)l^W^^f^X\/^X ii X\/^iJ )\^. 

(v) 7Km». isit/ 

(v i) t;i-3^ v:^;u;}^~^;i/=lr^-ro ) 

^ $ tL^ <b^% ^ {i O^StKJ L 9 -i) ^ ^ -i) IS^o 

[fi^:^ 5] p38MAP^:h - -^f ^^T^-^t" ^ 5^B<7)i^ES S m^mMX 



mtiE# 2004-3038207 



Jjf H 2003-116076 



^-i^'. 6/ 



[tmms] ^ [I] : 



< (iz:^145^«^I#^i3 ct V n T ti. /^ o ^ h o . « 

^^tirv^T^ J:v^t;v^;i/. gj^^^^xru^r iv^r^vrr^v, g^^tLTv> 

^^1-0 ) 

ym.=^'tfz\,tT)v^)v^m'to 

n(±. 0. 1. 2. Ztfz\tA^mrto 



.0 
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!Wm 2003-1 16076 ^- V : 7/ 

^ t (±^V^o 

G2(i, 7mW^^. -NR3r4^ -0R5, - SR5, -C0R6, -CHR 

R3~R8{i^ Ky^^zm^LLx. TK^m^^ fti^^tLTv^T^ iv^T;!'^;^. r 

[0 0 0 1 1 
[0 0 0 2] 

m^fZ^^Km^ LX^^^o p 3 8MAP^:h--tf(±, MA P ^:^--lf<7)4^^o 
i: LT^ n--;^^'$tLyt:, 3 8 k D a <7)Sfi®-e^^o 

p 3 8MAP^':h--yfi. M#:^^HT- a (TN F- « ). -r:^^-n^Jp>l( 
I L- 1 )mcOjk^\^'^4 Yii^Z^"^. ^>$^j.|^BSjTf^<7);^ h lx;^flJM^ t^\z X^X 
t^mt^it;bo tfz^ p 3 8MAP^■:^-^f{±. ^J:^W^mir^iS XXf^i'- 
'ifW^&^t-r ^t!}^ itLibOfe¥HT-^*5ct?/^-f--b*S^{i. p3 8MAP^ 



tBIEilf 2 004-3038207 



#IM 2003-116076 



^-v: 8/ 



) . 1, 3-5"Ty'-;Hf*«^' mff^±m2) . 1, 3-^TV'-;l/M'^#:i3 
J: f)^' 1 , 3 - :t ^-9- V'- ;Hf ^#75^^ 3 ) . ^ ^ )mm^. ^ n 

- ;i/if 2i#:. yyy if 2f 3 - 11 ^ > - 5 - ^ > If t: y V~ 

[0 0 0 31 

1 ] 

2000-503304 -^^m. 
#r?a 2 0 0 1 - 1 1 4 6 9 0-^<&IR 

#r?i 2001-114779 ^^m. 

:r.^^/^—Y ^\£^^y -^y -b^tf^T-^ yi^ /^y-yy (Expert 
Opinion on Therapeutic Patents) , 2000^, HlO^, 111-^, p. 25-37 
[0 0 0 41 

^p 3 8MAP^:^-^f|flW^J43J:^/'e^O|S^a^!^^:^i'&t-r^^i:^c^b'i)o 
[0 0 0 51 

2004-3038207 



2003-116076 



9/ 



-r^^-t>. TIB<7)jli9 -e*)^o 

1. ^ [I] : 




[I] 




J^^tLTv^T'^) J:v^t;v^;v. affe^ttrv^T J: v^t;V3^ v. Ml^^ttrv^ 
^>ii{m^|W|— $7t(iM'^'5> 1 ~31H<7)»-eSI^$tL-c4) J:v^o W(i> #.^'^> 

^mto ) 

> J!^.i^ ^ (i T ;u ^ * o 

n(i. 0. K 2. 3 t/^{i4 =Sr^1-o 



tliiE# 2004-3038207 



#il 2003-116076 



-^-v: 10/ 



Zl. Z2, Z 3 is j:UfZ 4 (i, |W|— T^M^oTv^T ^ cfc < . -etL-TtL, CH 
tfziiN^mL. fzfzL. Zl. Z2, Z 3 43 j: t;? z 4 <7) ^ 3 oi^Jl±:6m ic:^ 

G2(i. tK^MT-^ -NR3r4^ -0R5, -SR5, -C0R6. -CHR 
7 R 8 t /cJilt^i^^^^^t-o 

R3~R8{i^ 5v>H^$3ZtT. tK^I^?-. «J^^ttTV^T^ J:v^T;t'^;i/. T 

[0 0 0 6] 

2. ^ [ I a] : 



1 ~ 31SO*T?g1^$ttT^> ctv^o 

W{±. M^m^. t7t(± 1 ^ L< {i21B<7)T;U'^;w-egJfe^tLTv>T4> iv^C 1 ~ 
c 4 TJ^^uy^m-to 




[la] 
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H^m 2003-116076 



-^-v: 11/ 



R2{±. tK^M^. -NR3r4^ -0R5, -cor 6 t /;(i-CHR 7 r 8 

R3~R8{i^ svmc?S5:l-c. TK^iT^T-. SJ^^n-cv^-c^ctv^T^i/^;!/. T 

gm^tLTu^T^) ctv>7jiL-;i/, g^^tL-CV^T^) J:v4S#^^*. gm^ii^T 
v^T^) J:v>vi:^ nT^v^^vgi^:^;!^'-^— >'V'> g^^tLTv^r^ iv^^ai^-'l/g^ 
:;?7;v4^'r:;vtfc(ig^^tLTv^-C^ J:v^^^;^^*gJ^:^;Vv-^'^;i/^^-ro ) 

[0 0 0 7] 

3. ^ [ I b] 



(5^:4'. Rl yKmiMi'f'. ^^uyy^.^. Ci 4T )i^^)visxzfc i ^ 
J: v^o 

Ri2{i^ (1) 7K^^> t;i/3^v. vry. T^i/^^'i^g^^nrv^T^) <fcv> 




tbliE#2 004-3038207 



#fS 2003-1 16076 



^-v: 12/ 



1 ~C 4 T>'^^>'^^ 

(2) C 3~C 4 vi^nr^l/^^l/p?^;!/. 

(3) 

(4) vry. /Nn^>'MT-^ C 1 ~C 3 T^wn^v. C i --C sT 

(5) T- b ^ 11 Kn ^T^^fi 

R 1 3 (i, (1 ) C 1 ~C 6 r)V^)V mc 1 ~C 6 r)V^)VlU ( i ) ~ 

(x i i) J; J9^^S^;&^'bS(m^^-eSJ^^tLTv^-r ^> J;v^) : 
(i) ^(7) a) ~e) J; D^^S^>&^'^M(i^tt-5>*T-e^$:h-Tv>T^>i:i/^C 5~ 

C 7 nT;w^;i^> 

a) 7K^S^ 

b) C 1 ~C 4 T;i'^;^Si^$tLTV^T^> J:v^T^ y . 

c) Ci~C4T;v:^y-r>'VT^y. 
xf 

e) C 1 ~C 4 T;v^;^Si^^tLTv^-C^ iv^;^;!//^'^^;!^ 

( i i ) im^. ii^lf 

(i i i) C 1 ~C 4 T>'l/^;uai^$tt'CV^-C^ J:v>:^;p/s-^xf . 
(v i) 7Km*-eei^^tL-Cv^T^> h ^li Knif^^;w, 



ttliiE#2 004-3038207 



#il 2003-116076 



^-v: 13/ 



(v i i) T)}^^)i^iBX-cf^^y xn}&^^7!)^hmi£ti^mx-mm^fix\^^xi> 

(v i i i) T;l/^;^i3 ctU^^^y J: O^^Sf/i'^'bilfi'it^S-efi^^tLTv^T 

(x) T)\^^)\^i5Xzfir^y X 'om^^^^hmi£ti^&xmt^^itx\^^xi> X\^^ 

(x i) T;w^;wgJ^:^tLTv^T^> <tv^e'; isxzf 
(x i i) y) )\^ 

(2) C 5~C 7 v^nr;v^;i/ (f^C 5 -C 7 ^^^nr^l^^^Ki. >X(D (i) 
~ (i i i) ct i9^^#:^>-'bS{ftL.i>*-e-K^$tLTv^-C^ J:v>) . 

( i ) 7Km»> 

(i i) y ii/C 1 ~C 4 T;v^;vgJ^$tLTv>-r ^ J:v^:^7;i//^- 

(i i i) C 1 ~C 4 T;u^>'WgJ^$tT.Tv^-C^> J:v/>:^;l//s'^^;i/, tfzii 

(3) ^^3^^* (^it^i^^sti. ^<7) (i) ~ (v i) xy)itz^m:^^hmif 

(i) /Nn^->, T^y. tK^^x y j^^;i/i3J:?/:t^y;i-'bii{i^tt^*trfiJ^ 

(i i) T;v^;vaj^$;}xTv^-r ^ J: v^T 5 y 

(i i i) ^^o>>^">-eg^^tt'cv^-c^ j:v>T;^^;i/y.;w--^— -(l^^ 

( i. v) T;w^;i/fi^$;a-Cv^T^ J; v^:^;w^-^^;i/, 

(v) 7m&. i^XZ/ 

(v i) T^vn^v:^;!/^^— ;u^^i-o ) 

XTjk ^iih it^m t fz (i ^(Dmmm l 9 ^ ^^-^^ ^> ^ ^ is^o 

10 0 0 8] 

4 . p 3 8 MA P ^-t— -tf PflW^J-e^^ltlfi 1-3 OV^-f tL:6HCfS^<7)g^o 



ttiliE# 2004-3038207 
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^-v: 14/ 



5. p 3 8MAP^i--'ifybm^1r^mB.(0^^tfzitmmM'C$>^mmi- 



[0 0 0 9] 

8. ^ [I] : 



mtfzitiy^ur)i^:fjyi:mL. m^y-^^w. mi-y^^yn. m^nm>L 
^mto ) 

i T'c T ;u ^ ;v ^ ^-r o 



nti. 0. 1> 2. 3 t;'c{±4 ^^1-0 
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^-v: 15/ 



Zl. Z2, Z 3 joJ:t/Z 4(i, |h]— -e ^ o T v^T J: < . -f-^-eti. CH 
*/c(iN^^L. fc/iL. Zl. Z2, Z 3 is J: O^Z 4 (7) 9 3 oJ.:j,±;6^^N 

G2(i, tK^IIT. -NR3r4^ -0R5, -SR5, -C0R6, -CHR 

7 R 8 t /c(im*i^^^*^1-o 

R3~R8{i^ Hv^aSjzlL-r. tK^J^.T-. ttJ^^tL-Cv^T^> ctv^T^V^;!/. T 

[0 0 1 0] 

9. ^ [I a] : 




[la] 
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^-v: 16/ 



C 4 T;^^l->=^^t-o 

nti. 0> 1. 2> 3t/^{i4^^i-o 

Z{i. CHS /tJiN^^-To 

R2(i. tK^I^.T-. -NR3r4^ -0R5, - C O R 6 t C H R 7 r 8 

gJ^^tLTv^T^ J:v^-7i^;i/. g^^^tiTv^T^) J;v^^I^:K^*^ SJ^^^T 
v^T*) iv^v^ nT^v^^vgJfe;^/;!/^^— g|^$ ttTv^T ^ <t i-;vg|^ 
:^;V.-K-;i/S7t:(ig^$tLTV^T^ J;v^1t^]^^»g^:*>'^'i^'->'^^^1-o ) 

'i. ^ >^ ^ E^a^t/o 

[0 0 11] 

10. ^ [ I b] 



C 4 T;V3JpvJ: f)^^#:<>^^a{fn^*«r^-to 




HN 



.'3 



R' 
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^-v: 17/ 



Ri2(i, (1) t;V3^v. vry. T;v^;^S?^$tLTv^T ^ J; 

1 ~c 4 T>'U^;i^> 

(2) C 3~C 4 viJ'nT.'V^^l'p'^;^. 

(3) :^;v/-<"^-f 

(4) vry. y^xnyy)^^^^ Cl~C3T;^3^v. C i ~C 3 T^l^^^l^is J: 
^ J: v^-^^ 

(5) T- h ^ 11 Kn e^^-;!/. 

iU^^T^V^^l-fi^^tLTv^-C^) J:v>:*;I//^-^-Y;vt;v^;W'J: «9 ^;6S^:6^^>M^i^^^ 
Z 5(j;CHtfc{iN^a-ro 

R 1 3{i^ (DC i-C eT)^^)\^ imC 1 ~C 6 T^l/^-'Ki. ( i) ~ 

(x i i) J: f)^>2>S^;6-<^^{m-2>*-egm$tL-Cv>T% iv^) : 
(i) ^Oa) ~e) J: ^)^^#>6-^«(ftL<5,S-eem$tLTv>-C^) iv^C 5~ 
C 7 v^J^ ot;V^;I^. 
a) 

b) c 1 ~c 4 T>'i/^;i/gjfe$tLTv>r ^ iv^T^ 
e) C 1 ~C 4 T;i/:*y-f ;vT^ 

d) y i3<i:<7C 1 -C 4 T;i^^;wai^$ttTv>T ^ j:v^;f7;vy^~^-f 

e) C 1 ~C 4 T^v^^i^gJfe^tLTv^T^) J:v^:*;w/^'^-f ;u 

( i i ) 7Km*> iiXXf 

(i i i) C 1 ~C 4 T;i/^;vai^^tt-cv^-C^ J:v^:^;i//^-t^ 



miiE#2 004-3038207 
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-^-v: 18/ 



(v i i) T;^^;vi3ctt/:t^y ct Jj^^sS^^^-fb^fftt^^-eg^^tLTv^T^ 
(v i i i) T;i/^;wi3 J;(^>^y ct i9^^^>^^'bii(i^tL^^-eS^$ti-Cv^-C 
(i x) T;w^;i/i3J:Cf:t^y J: i9^'2)S^:d^'bil(ftt^^TSt^^ttrv^T^ J; 

(x) T;i^^;i/^J:t/:t^y J: «)^>5.#:^^(bil{ftt^*-e«^$tLTi/^r ^ J:v> 

(xi) r;v^;i/gJ^$tLTv>-c^ iv^ei; v;!/, ijjiof 
(x i i ) y;;!/ 

(2) C 5~C 7 v^nT;^^;i/ (f^C 5 ~ C 7 v ^ n T;w^;Ki. ^<7) (i) 

~ (i i i) ^^^hm-i)^hmti(\.^m'Qm.^^^x^^x^^\^^) . 
( i ) 7Km»> 

is etc;'' 

(i i i) C 1 ~C 4 r;u^;v®m^tt-Cv^T^) J:v^:^;i//-^-^^;u, tfc(± 

(3) {W^mm^mU (i) ~ (v i) J: 0^^^>O^^S{^ 

(i) ;suYy. T\J^ tK^*. y i^;i/i3J:c/:t^y;&^f>«(m^^-egm 

(i i) T;i/^;wg|^$itLTv^T^ iv^T^ y ;^;^4^^>'i'. 
(i i i) ^^^^>-es^^ttTv^T^ =tv^T;v^;v;^;v^i^— 
(i v) T;i/^;uSJ^$tL-cv>r ^ 
(v) imM. ii^Xf 



ailE#2 004-3038207 



#fl 2003-116076 



^-v: 19/ 



(v i) T Jl^^^-yti )^^^>^^^'^o ) 
[0 0 121 

ij;i/J niott'i>T;i/3^v^ LTfi. iSSI* /c{i:$5-ii^iloC i ~C e T 

m^fhit^ Jr#W^3{iJ^^->'^^ •fU/^)V^)V^ 2-^y^=-)\^ 

^ o 

Ut L< (iC 3 ~C 6 ^y^ur)^y^)\^ij^mfhix^o 

[i^^ur)\^ijyj tLXii. 'Nx.(fC3~C8'>^°7';i/:^>7{>^'^tf^tL. 

ailiE# 2004-3038207 
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^-v: 20/ 



[mmm.^^} tLx^i, m^i£. ~^tfzii^m:^^mnLx\^^xi>x\^\ m. 

V')rv=-)\^^ t:^'jv;v, e^y;;!^. tf^^v^;!/. V 

r V -r h ^ t: K n ^ T v — ;i/^;6^^^lf ^ tL^ o 

i>o ^Mnm^xf~M.^'^^mm.mn<DM.^mtLxi,t. ^^ysr^y. y^>^ 

yy'tfy^ t:n-;i/, ^ ^ rv'-;^. tf^V-;!/, ^Ty*-;v. ^vf-ry'-^i' 
. ^y^+hy-;!^. ;t^-9-vTy'-;^. 

iiyv>. h';Tv>. ^-^yi; ^y^y';>. y^7v>> 

H'>K-;i/. -/i; '^>V'>'y>. y^:^-y ^vb^ifh ti^o 

ntL^^M^mii.^^mmmm.tLxa. ^^y^y, y^^T^^w^tt^o 

[0 0 1 31 

it^m [I] tC:fe3tt'i>^B±<7)gm^^ fcfi'fb'^ty [la] (liStt '5»^A±<7) 
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^-v: 21/ 



sm*56^ re^^nr^ j:v>t;i/^;i/j 'c$>^m^. mr)\^^)v±.<DmM^t\^ 

'g>i^^. f^T;vrj^v±(7)g^St L-C{i, fi|x.(f\ tK^^. T ^ 7 ^:6^^^tf 
-g-, ^ y ±<7)ai^^<!: LTti. Mx^l^. T)\^^)\^ {mT)V^)V{t^ r)V:2^ 
^(i [WI— ^ Tt: (i^ ^ o T ^> J: v^o 

ho )^^^^^ ±fBgJ^»^ 1 ^7t(i2'fB^LTv^T^> J: < . gm^lS: 
;6^^2'fScDi#^. ^g^ft{i|W]— ^ /zti^^oTv^r ^ J: v^o 
'fb'^t/ [I] tc43tt'2>mB±<7)gm*i3ctO^<b'^tl [la] tCi5tt'i>^A±co 

[0 0 14] 



ttlliE# 2004-3038207 
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^-v: 22/ 



<^Sm^i:LT(i. fflx.(f. (1) 7mm. (2) T^i^^^v (^T;l/3^v{i 

. 1 ~3li<7)T;un^vr-gj^^tt-c^ ctv^) . (3) T^y mr^yit. ^ 

<7)(i)~(v) J: ^) ^-2)^/{>-^31(i^tL^|Wl-t7^^(iM'^^ 1 i 7^^(± 2 1i<7)^-esm^ 
tLT^) J:v^ : (i)T;v^;i/. (ii)T;^:^/^^v. (iii)T;vn^v;^;v.i^~-;i/, (i 
v)7&;v/^-^^;v 1 S /c{±2'fS<7)T;u^;w-ett^$tL-r ^ J: 

v>) , i3j;0*'(v)T;v^;vx;i/5i^-;v] . (4) ;?7;u;J^'^v. (5) t;v^;v C 

^$^-C^<tv^] , (6) T;i^^^wa^^tL-Cv^T^ J:v>:^;u/s-:t^ ;v^:d^^^lf 
"btt^o ^v^nr^i^^^vti. Mx.(f±feajfe*^ 1 ~31S^L-rv^T^ J; < . 

Ri^? ram^ttTi J:v^-7i-;vj -e^^i^-^. it^i-;v±<7)ei^»^ L 
ra. '^fl^(f> (1) /^^^'>lli^. (2) ^hn, (3) T;i/^;v (mT)\^^ 

tKI?^. T^y. J: tf7 J: 

4) T;vy (5) vry. (6) tK^*. (7) r^i^n^rv (i^r^i^n^ 

~3lffl<^^T-g^$tL-r^ . (8) T^J C^T^yfi. ^<7)(i)~(iv) 

i i9^'i>S^:<'^'b^(ftT.'l)|5]— ^/cfiM'^^ 1 t 2'f@co*-esm^tLT^ i 



ailiE# 2004-3038207 
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^-v : 23/ 



2ji<7)^T'mi^$tLT^ iv^) , i5XXfiiv)T)^y^)i^:^)\^^^^)\^^ . (9) T;i/ 
ijy^)i^. (10) (11) t;V3^v:*;1/'K-;v> (12) 

^^{i. ^<7)(i)i3J: D^Xii) <t D ^'?)S^;^^'^il^^^ti^|WI— 
t7^z{i^'^^ 1 ifc(i2j@o^-eg^$tL-c^> iv^ : (i)T>'w^;w (i^r^v^^v 
ti. 1 ~3l®07KM»-ettm^ttT^> iv^) . io ctaf(ii) vi^^nr^i/^;!^] . ( 
13) r)V^)i^^ir. (14) t;v^;v:^;w7^ (15) T;v^;w>^;V'-i^ 
(16) y^:=-)^. (17) 7^ h 9y'';>'i/. ( i 8) 

Mi^ti^m—tfzlim^j:^ 1 ~3l@<7)^Tm^$tLr "fc ctv^) ^>6^^^tf ^tt>5>o 

1 ~3^^LTv^r ^ J: < . mmmm^2mii)^±<^m^. ^mmmm-t 

yt{iM=^o-Cv^T ^ J:v>o Lv^S^^h LTti. ( 1 ) ^^^y■>J!^.T■^ (2 
^^tLT^J:v^) . (3) vry. (4) t;w3^v (flT;v=?^ ^{i. /nd^ 

a^^ttr^ivo ^T&^wbtt^o sm^oamfist LT(i. mmL^^i^L 



ttllE# 2004-3038207 
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^-v: 24/ 



^ttrv^-c^) J:v>) . vry^ tK^*. r^y. T;i/^y-r;v. r 
)Vu^i/ij )]/7ir^^)V^ (^*;v/^'-=e^;i/{i, 1 t/i{i21@<7)r;v^ 

1 ~31@^L-CV>T^ J: < . a^«ii>6^^2 

'fb^t^ [I] ^fe^y*" [I a] Kisn^ n i:R 1 Lv^a-^-iJr^ LT(i. 

x.(f> (1) n^^^OT-^boT. R 1 :6^'®J^^tL-CV^T^ Jiv^T^W^^V-e^);!) 
. (2) n^n-T^oT. R'^i^m^^itX^^^XiiX\^^'y^UT)l^^)\yX^^i, 
CO. (3) n^^^l -e^)o-C> R 1 ^J^^S^^tT-Tv^-C^) <J:v^7 j^-;V-e^/2) ^<7). 

<7)^;i>?^tf i^tt^o L < (i. (1) n:^^OX$)^X. R 1 7&^^Sm$ ttT 

v^-c^ J:v>T;v^;^-e^^ ^<7). . (2) n;^>n •r^)oT. R ^ -^m^^^xyy^x 
iiX\^^yj^^)]^x$>^i>(Dm:^^mf^fi^o^i^i<^tti-tL<ii. (1) n;e>^^o-e 

aboT. R 1 tS^X 1 ~C 4 T;V^;1/T-^-2) (2) iiT^M-eaboT. R 1 7&« 

[0 0 15] 

[I] :BctD*^ [I a] izisn^R^-R^-^^ TSm^ ttTV^T ^ J: v^T;w 

x^^m^. mr)\^^)^±(Dmm&tLxii. m^.^^. (i) tk^*. ( 

2) T;i/nJrv. (3) T^y (f^T^yti. T)\y^)l^. T y ^ XZfT 
aSl^ttrv^T^ iv^) , (4) T;W3^v:*;i/.ifj::;u, (5) vi>nT;i/^;w 



ailiE# 2004-3038207 
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^-v: 25/ 



<7)S-eSJ^$^XTV^T^ ctv^] . (6) [^7a^^>»Ki^ ■^<7)(i)~(vi 

)ct ^m^^:^^hMiffi^m—tfziim^j:^ 1 ~3 j@(7)^-ett^^tl,TV>T^ j; 
i/^ : (i)/Nn^->iIT-. (ii)r;^3^v. (iii)T^y (^T^y{i. T;^^;i/i5 

•t-r;i/. ^J:^/(vi)^;P^i^'; . (7) mmW^^ MMmm.^ 
^c:>(i)~(viii) J: «9^^^;6-<bS(i^x^|W|-i/c(iM^^ 1 ~3«0* 

(v)ij J^. (vi) T;i^;^;y^;w. (vii) t;i^^;^;^;1''-}^ — j:t/(vii 

^ctv^) , i^^uT)iy^)V (Mv^nT;i/^;i/{i 1 ~31@(^7K^^-ettJ^^^-c 

mm^^xmm^fifzT < y j x$)^m^. mmmw^^tLximM^<Dmmn 



2004-3038207 
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: 26/ 



;i^±oMm*t trti, mx^^t. im.&. T;i/n^v. T^y (itr^yfi. r 
r3~r8;J? rai^^tLTv^-C^ J:v^v^nT;^^;vJ T^ab^J^^. ^v^nr 
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^-v: 27/ 



£(f±ffitt^*^. 1 -SISWLTV^T^) J: < . ttJ^*m:6^~2'f@m±<7)J^^, ^ 

r3~r8^? rgm$*T--Cv^-C^><J:v>«^:K^»J -e*^^-^. ^^^^^^t 
L Tti Biff S(7):^I^:^^^7&^^^tf tt. $f 1 1 < (i. 5 6 M^<7)^:st40^ 
m^^*>e'^^#lf ^tt^o *#:^J<!: L-Cti. \iVV}V 
, tfi; ^ tf^Vi;>'v. ifni;v^;i/. -t;]/.-}^ — 

x.{f±l£gj^*=^ 1 -3'f@Ji-LTv^T4> J: < . MMm^i)^ 2 m^X±.<7:>i^^ ^ ^g 

{±ltE# 2004-3038207 
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^-v: 28/ 



m^mm.'^&t x^ximtz^Dmrnw^^ti^mfhii. l < 5 $ /^fi 6 m 

MT^yti. 1 t/i(i2'f@<7)T;v^;i/-egj^$tL-cv^-c^) iv^) , T;^:^y^;w 

Tv^T^)j:<. m.^&wa^2m\>x±<Dm^^ ^mMmim-tfzitmtii'^x^^x 

[0 0 16] 

<b^ty [la] Kio\f:hR2 t LT{±. L< {±. - N R 3 R 4 j: yf- O 
R 5;{,?^tf ^tt, #tr^[?^L<{i. -NR 3 R 4;^5^tf j^tt. P. t L < ii 
. -NHR 4;{i^^^lf ^tt^o 

R 2^s-NHR R4tLT{i. ^tL<{i. gi^$tLTv>r*> 

^ Jiv^^' gm^tLTv^T^ ctv^^^;^^^, g^^tLTv^-C^ 
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^-v: 29/ 



)]^-/}^mf^^^o mzutL<ii. mm^nx\^^xii x\^^7)\^^)^isxTfm.^^ 

[0 0 17] 

[I] . [I a] i3J:0^^ [I b] /F^m^^F.^ 

^tK7)v^-rtL^^)^tfo ^b-a-t? [I] > [I a] *5j:^/ [I b] {i> mm<oMx 

[I] . [la] a^Xf [I b] O^ae^iiltWLd ^iah LT{i. '^ijx.mi^ 

^^m(Dmm^i\:^m [I] , [I a] :fcJ:tf [I b] ifz[t^<D^\t^ ^ 
[0 0 18] 

^mn(DmtiiWL'i^it-^m cu . [i a] :i3j:<^' [i b] tfzkt^(Dmmm:^ 

I^^L9 '2>il{±. 'SltT.f^p 3 8MAP^-^-Hfia*fpffl=^;i-i-;5>i p3 
8MAP^^--€<7)f!&tt'fl::fe iO^'p 3 8 MA P ^-^--tf ^^^^M-^t" ^ T N F - « . 

t^Wffl-e^^o tifeoT. :^ll§g<^^?*^^^b^tJ [I] ^ [I a] ioiU^ [I b 

] t7t(i-eo^awici^#Ld^^{i. wiui^ (tfttM 

m^-^^. mmrmm.. m^mm^. mmj&tm^^. ^m^m^^. 

tm^imm^m) , ^mmmB {mmn.-xm^. ^u-^mm) . i^^ttj^ 
jf^^B mm. m.m^ (r h ^m.n.jkm^. mmm. mmm m 

] . ^^mm^mB iUife> mm^. mm^. > ^ 
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^-v: 30/ 



-7^, JO K h^v>v3 . amm^ mnisk. mmm. mi^-mm 
X. if^m.)^M^±^B. ( G V H D ) fj:t(D^ =fm t fz m^MM t L x^^mr- 

[0 0 19] 

n^i^^A^, ^n^v:^A, f-^^v:^A, n;i/y^v;^;A, >J h T 
$i5'*W:::>. T;:^eV>> ^^i^A^, "7 "7 :h A v n 7 ^ y ^ >^ 
-r7"7°a7ai>. ^h7°o7iy, ^7°n^-t>, ^^•9-7°nv>'. 7;v;n^7° 

n7j:.>. 7ji^7'7a^^. 7°^ / 7°n 7 i 7 n 7 i — tfo^v:^ 

. y ^J' -7 ■t-^^.^S'^^. r3;Hi^>, T'n^^vK, ;^;i/-7 

^y}£yy^y^ ^^Xro^nv, Tn7°';y->'V. h U A 

, Thnt:>, ^(.rr.-K^^y, ^;Hi^, P>}^';i/7 r ^ / ir^ 

->^;i'7*>. -b^rj^v^7\ n^jin^vT'. MK-663. /^^W-r-'n ^ v7\ SC-5 
7666. f-7nJrv7\ S-2474. i^^uy c^-Ty ^ . ^>K><^v>. n^V7°n 
7j^>, S/v:fi-?-tL'bOJ^^^:^565^^)tf <btL^o 
tn:'; "^-T^^i: LT{i. (A u r a n o f i n=5rt*) . > ( 

miiE# 2004-3038207 
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31/ 



tn:-9--r h>^/-r L-ca. (i) ^y^^^MWiM C (i) tnfisw^ (j:- 

^^--b7°h> -r >'7';^v-77\ D2E7. CDP-57K PASSTNF-a. pr?#ttTNF-a 
TNF-a^^®S^ *n:TNF- « ^^'^ . (i i) > ^ - n ^ > - Iffi 

-1^##=&^0 ^ (iii) ^ ^^iJ'-n^^^-ePfiW^ (MRA (tri^ ^ 
y-6^mi^m.i^) . ^^>^-n^^ >-.6tn:#:^ tl . ( iv) ^ ^ - n ^ > 

-10^ (>r ViJ'-n-r^^-i o^^o . (v) -(>^-uy( 1 2mmm 
i^xz/T-NF- amwi^-tw<^m^ i^v ^^^-i-M/H^. agt-d 

] . tfzlt (II) #^^>y^°^^®MJ C (i) MAP^^-- IfiaW^ (PD-98059'S: 
if) . (ii) itf5i=-pgp^SP-100030. W-K, W-kB, IKK-1,IKK-2, AP-l^if 

V ^'-r M^m ^ ^^-<7) Pi*^ ^ <t\ ( i i i ) -9- ^ ^ > m^ijptij^ (t 

-614. SR-31747. yi-^^V^j:t') . (iv) T N F - a '^m^^PlW^. (v) 
^>^-D^^>-l/? (HMR3480/VX-740^ i:^) . (vi) > ^ - 

n ^ > - 6 JS^/l^ (SANT-7^tO . (vii) >^ -n-f 8 Iffl*^ (IL- 

8JSt». CXCRl & ClC^mnM^^ t^) > (viii) ^-=E:^/ ^ (MCF-lMJ/C 
^^iiO . (ix) >^-o-f ^>'-2$##:JS^A^ (xr.D-r^>. f^V 7-5^ 
h^i^;^5^if). (x) Therapeutic vaccines (TNF- a V ^ 

^^'Sri:^) . (xi) mm^mmm (-o^-u^ ^ ^y-io, 

tJ (ISIS-104838'^ ^) ] ^j:t^-^^^ifhti:ho 

^^mmtLxa. (i) Tmm^^tm%m le, 7-v^b^v-4- ( 

3, 4 - v> h^v-7a:^;v) -2- (1, 2, 4 - h Ty-;U- 1 

■^-'V') ^y; >- 3 (#ia¥7 - i i 8 2 6 6-^^ 



miiE#2 004-3038207 
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^-v: 32/ 



m ] > (ii) ^ h b 1/^-9— b. v ^ n "7 :t J:^ 7 r ^ b\ MX-68. T^y'V'e 

5y'>;if>, 5 3 7iy-;v^2 -^^V'-^u y okt-3.bm 

S-188667> CKD-461. Up^^J^VO^, v ^ n 4^° 'J > > ^/n°v^->>, ^ n >; 
[0 0 2 0] 

^tTb^x^^^o mm^^Knm^ti^mi^t Lxii^ ^m.M. {'yu y-r 

) > M^^J (fin. vaU, rr-^y^iJ'-f^, y;^ey 

^^^^momm^^^t^!^ [I] . [I a] ^iu'^ [I b] tfzii^cDmmmi^ 

ailE# 2004-3038207 
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^--J: 33/ 



IH^l^^^O. 003~30mg/kg^ t^ioimo. 01-10 
[0 0 2 1] 

^mM(0^mfflC^1\:^^ [I] . [I a] i3J:t/ [I b] ti. TSe ~ 

tt^^co-eti^v^o JiJ^Tic. ^b-^t/ [la] ^m^^rmm<Dum^i-^:^^. it^ 
^ [I] ^fecto^^ [I b] i>mmizLxm^-r^^t:^^xb^o 
urn 




^ll^<0<b^t? [I a] (i. ^b-^:^ [II] i:^b'^% [III] i^JA^^^fz 

^^t:^^X^:h (Journal of Medicinal Chemistry, 9, 858(1966)) o 'SMtL 

> (THF) . ^nn.i^;i/A, mt^^'^vy^ Vir^'^y. ^m.^^)^. J^-x 

^;jx;|,o ^^C'fi. -2 0~8 0t:. t^t>no~~3 OX: 

I I] ORtc43tt'2)T;w^;i'^ L-Cti. '^J^(J\ 7°ne;i/, -7^ 

[0 0 2 2] 
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^-v: 34/ 



a 




0 





,NH + Y-(CH2)ni-R' 
[IV] 



,1a 



[I-A] 



0. 1. 2. SttziiA^mL. Rla(±. tLTv^T =i> J: v^T 

it^^ [la] t;43V^T. nTiJ^^O-e^t). RH^Ti^mW-^'^:^^^—^^^ [I- 

A] ^ft^J^y [IV] *MS^-^TT;v^;Hbi-^^i:-C\ ^^aj^b^J^ [I 
a] I^Z^tfi^^t^m [I-B] ^Mitl"^^ t:«>^'-e§^o 

-e^)^x{fJ:<, Mx.(J\ v^^;UJi^;i/AT^ K (DMF) . -J ^)V7.)pyi^^-y 
1 - ^ t: n K 1 , 3 - v ^ 2 - ^ 5 iJ^V; vV 

^tL^o trti. 7K*<b-^ h A. TK^^b-^ b >; a. ijvy 

A t - r h ^ V K. rf- ;i/ -^7 A , ^ A V -1' y •7°n ;w T ^ K^T&^^^if 
•btL-So - 2 0 ~ 1 0 0 "C. t^t>if 0-3 0 VTWMli^M^fir ^ o 

mi^itM<7)^^r'Cmm-t^^t:^^T^^ (synthesis. 1 (1981)) o mmtL 
ymi^^^)^. 1, l-TyH'>?> (N, N-'7^^;v^-}^;i/AT^ K) > 1, 1- 
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^-v: 35/ 



(TV'i^^iJ vt:^'; v>^;{)i'^tf i^tt>5>o ^KJ^>(i^ -3 0-10 0 

. M^iS J: mM.^(D:^^T'CnMir^ i t tJ^-C § i> (Tetrahedron Letters, 39, 

2933(1998)) o mmtLXii. Kf^^izm§m^m3:^^j:\^^mmx-i>tn£jL<. 

^J£{i\ il<bp«f-l^>^ i^Dn.i^;l/A, DMF^>6^'^tf ^ tt^So ftlfeMt LT{i. 

^!ix.ii\ i^^i^ (I I) m^^^m^fhfi^o m.mtLxii. mx.i£. Y^)x.^)vr 
^tt-So :$:RJSfi. -io~ioox:> t i9^tt2 o~6 ot:-e$?iiti3i^Tl-^ 

o 

[0 0 2 3] 




(^4". r2 1{±-NR3r4^ -or 5 S/cfi-COR 6 a ^^L. R 6 a {i 

[V] 'fb^t? [VI]. ^b-^t/ [VII] t.fzitit-^i^ [VIII 

] tS)S$^i:;2,ii:T'. :*:|&Wb^t^ [la] [I-C] 

it^Vf} [V] i'fb'g-tj [VI] ^(ORiSti. mm^. mm. i^^mmvi 

M<r>^^T'X%M-t^^tij^X^^ (Journal of Organic Chemistry, 61, 7240 

(1996)) o mmtLx\,t. m.)^^KmwM^m3:^ii\,^mmx^int:^<. m^^^t 

LT(i. mk.kl. v^'-^ A, \£7. (>?^>>^ '; -r >T-b h >) v/n'^v-^ 

A^i)^mfhiXho LTti. -^Jx-t^. •:^ h V A t-fV^^y Y\ ti V 
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fi^o 'mmtLXii. 2, 2' {Vy x,^)Vvt^:^y ^ y) -i, i' - 

\£i-y^)V^i}m^fhfLho^m.)B\t. 30-1 50 ^«)^tt60~80*C 

it^^ [V] i:^b^tj [VI I] t<DKJZ4t^ mm^-^^nm-r^^t:^^'r:^:h 

o mmtLXii. SCL4cm^^^:S:t?$^vn#^-e*^L{f j; <> M^ff. THF 
. i^t^'^y. DMF. ^iJ'y-;!^. y -;i/^;6^'^if ^tt-So ^ 

RtDti. 2 0 - 1 5 0 1 19 t?it 7 0 ~ 1 0 0 r-e^tiit^aitf 1-^0 
it^^ [V] ii'fb^t? [VIII] <h<7)S);L«(i. ^m^. -m^t^m<^^^r 

. ft!l>a^i3J:J/Y^WJ<7);i?:^5ET-e|li&1-'l)C:^>6^-e§^ (Tetrahedron. 55. 393(1 

999)) o mmtLxit. Kmizmfm^R('3:^^j:\^^mmx^fnix<^ m^it\ 

V K> T-h^#x ( h i; ■7a^^;v*X7'r >) v-^/ A^;6^^^tf ^tL;5,o » 
^Ji: LTti. -^Jx-tf. 1, 1' (v-7i-;u>}^>^'7>f y) "7ain-fe>. i 

, 4-1^^7. (v:7ij:i;i/.i^^7 ^ y ) l, 3 - if ^ (i^':7 "7 

^y) 7'n/\">,. h >; -7 j^^;^>-^>^-7^ >^76^'Wbti-'i>o 30-2 
5 QIC. t^t>if8 0-1 2 OVX^mizM^-t^o 
[0 0 2 4] 




P [VI] 



V 



N-(CH2)n-R' ^ N-(CH,)n-R 

HO-R^ [X] 




II 

S(0)m-Me [IX] ^2 [I-D] 

{^fp. mliltfzli2^mL. R 2 2 {±-n R 3 r 4 ^ /-(i- O R 5 

it^^ [IX] it^!^ [VI] ^7t:{i^b^tJ [X] tRfAi^^-^^ZtX\ 
^^mit^m [la] tc-^ttL^^b^f^ [I-D] i:mMir^:Lti)^X^^o 

it^m [IX] ^^b-^t? [VI] tcDKma. mm'^xnm-r^^t'^^x^h 
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■9"^. THF. DMF. v KI^Ti^'^tf 'btL;5)o ^SfD^±^ 0~ 

1 5 or. i: «}^tt 5 0 - 1 0 o°c-e$?isicai^f-r^o 

^b-^^JI^ [IX] ^-fb^t? [X] t<7)El^^a. mm^. il»<7):i?^Tt:-^M-t^ 

tT(i. mx.it\ imiti- h a. :^m^ti- v -^^ a, ^ <; -^a t 
h^vK\ ^-^Ai^^i^^^^if ^;jx^o :$:s^d{±. -3 0~ioot:. t^) 

[0 0 2 5] 

±fB-e$^jt$tL^<i:^i|^ [la] ii\ m^. m-^iahti^^mit^KJ^i^'tm^^ 
x'u^&<Dmk^vx\^(Di\:^^ [la] Kmm-^^^tiiX^ho ^<^j:d^ 

^b-^t^ [la] OR 2 tci3tt;?>S^*0^^tCMt-C{i. TIB (a-^) ~ 




[1-2] 

it^!^ [1-2] ^^^^<^^^->'^^:7K^^^^^D^■^i■^^^-t:\ ^b^t? [I -I] 

0-1 5 or. t^t>if 6 0-8 ovxii-mi^zmn-^^o 

[0 0 2 6] 

(b-&) 
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) 

-fb-^tf [i-i] tit^m [XI] ^SiS^-i^^^^-e. 'fb^t? [1-3] i5 
itF-fb^tf [1-4] ^Mitt-^^i:>^>^^-e§^^o 

4 -^^^v-t^i-j}^'; tf v^^/i^'^if ^tL;s>o ^RfDfi. -4 0~io 

or. t ^) ^^t- 1 0 ~3 0 t:-e$?iStcaitf-r-?>o ^7^^> Xtcistt^^^ny^il 

ho m^ntLxki. mK.\t^ i, r -•ti)v:!^^=^)vvy( ^rv^'-)\y. i, 3- 
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^-v: 39/ 



i/iy^u^^iy}]yij)V:^^py( ^ h\ 1- ( 3 - v> ^;UT ^ 7 e ;w) -3- 
x^;l/;^;i/.i^'v^ 5 K • mMM^:^mifhiX^o 2f:^iS(i> - 4 0 ~ 1 0 0 

t y) ;bit- 10-3 or-e^igtiji^fl-^o 

[0 0 2 7] 

(cm 




[XIV] 



o 

it^m [ I - 1 ] ^C^tJ [XII]. h v 4^;^y~>'/^l:^tJ [XIII] 
ifcfi^b^tJ [XIV] }i^jB^^Z>:Lt'r:\ it^^ [i-5] ^m^tl-^^t 

it^m [i-i] t^b-g-t? [XII] mm^-^mB^^^^itK^^y)^ 

$^vn#IKtr^tL{f J: mx.kt^ ^it^^l-y. ^nn.i^;VA. THF^t)^'^ 
ifhfi^o ^ [XI I] <7)Xizisi'jr^^^uyyB'f'tLXit. y ym. ^ 

{i. -2 0'-ioo°c. t^iyif 1 0-6 ovxtLi-mii^mni-^o 
[XIII] ^kj^e^^-^^zlkx-dx^ ^t^m [1-5] im^-t^^t:^^x 

ity^^VZy^ ^nn.i^;WA, T H F^^i^^^tf tt^o ^RlSti. -20-100 
tfz^ it^^ [I-l] tit^m [XIV] ^^^•t'-eR^B$-ii-'i>^i:tcj; D 
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. R^f)^:j^mm.l'r-^'oXR'i-0:fyt-r)u^)vx-^^it^m [1-5] ^m^ir^ 

x.(i\ THF. ia'fk^^P^. ^ nn.i^;^A^;6^^#tf ibtt^o -2 0 

-loot:. ^ o^tt 1 0-6 or-e^tfiitcBtf-r-So 

[0 0 2 8] 

(dm 






N-(CH2)n-R^ ► ^ jL ,N-<CH2)n-R^ 




[1-7] COOH ['-6] 



COOR 

^t^m [1-7] ^S-^llJ: J^SDTK^Ii-r'SCchlcioT. ^fb-i-ty [1-6] 
[0 0 2 9] 

(eyi) 




A 




0 fii 
J/ H-R^^ 

r ^N— (CHc)n-R^ JJWJ. 




N 

^b-^t; [1-6] ii'fb^ti [XV] tt:^ mm^. m^M<7)^^rxRjz^^^ 
;b^tKx^. it^^ [1-8] ^mM-r^^t:^^x^^o mmt lxh^ 

DMF. THFW^tf 'bti.^o li-a-^J^ L-C(i. ^Ji-(i\ 1, 1' -i7)V 
^ yV'-ji^^ 1 , 3 - vi^i^ n^:^v;l/:^;k.-Kv^ ^ h\ 1 - (3 - 
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, ^Kf^^ii. -30-100 t ^ t>n 0 - 7 0 vx^UMi^mn-^^o 

[0 0 3 0] 

(f 




,o 



N— (CH2)n-R^ 



A 



COOH f ^"^ 3 

• ,N— (CH2)„-r' 



) " ^^.^N— (CH2)n— R' 



[1-9] 



OH 

COOR [ '"7 ] 

^k^!^ [1-6] t/i{±<b^!^ [1-7] ^> il7n-r^-i:t;i I9> 

ib^ii^ [1-9] ^mmi-h^t^^'^^^^o mmtLxit. Rjz^Kmmm^mi 

A, TK^'fbsi^'^^'j^'^A^T&^^^lf ^tL.i>o -20~70r> 

It 0 ~ 4 0 1: -e^M tcai^f 1" o 

[0 0 3 11 



^ 1 





C'-9] L [1-10] 

OH 

<b^tf [1-9] t^t^m [XVI] vt^-f. m^*3J:0''?Stt'fb^J<7);j¥ 
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^T-estD^-^i-^^iitcj; J). >fb^tf [I -10] ^m^ir^^iii^^x-^^o m 

n i; K^:6^^#tf f> tt;5>o :*:^JS{±. -10-60 1:. t«9:bltO~30 "Ctr^f 
[0 0 3 2] 

±.^(D {Am^ ~ CD'SD tfzit {am ~ (gv*) K^i^t-^xn^ti^^^tm 

[0 0 3 3] 



[111 





RO OR 




ailiE# 2004-3038207 



#SI 2003-1 16076 



^-v: 43/ 



sot:, t^^ne 0-8 ovx-UMKmn-r^o 

it^m [2] i:hv;v^^n'; Yi)-hit^m [3] ^^JlSf^^^JSJi. vtlK't'. 

v^^t^-e^ajfct < . ikit^f-\^y\ ^nn.-}>;VA, THF. h 

^;6^^W^tL.2,o il*^ L-C(±. -^Jx-li". h J^^;i/T 5 y -/n 

^)vr^y. \£')^jym)^mfhKho^U.iJL^^t. -2 0-8 0^:. t^t>no 

-30 v-eu'^-mzmn-t^o 

it^m [3] ii-h\t^m [3 a] ^Mitl-^^Sfi. <b^tl [3] ^ 

{f\ jc^y-;W, THF. h ^ v j:-^ 

or. <!: f)^ito~3 ot:-e$?igic3i^f1->So 

'fb'^J^ [3 a] ■h-hit'km [II] ^Mit-r^RJSti. ii-^o^Tcfl^T^i-^^v 
'fbSJ^s^fflv^T. MS1-^T;i^xt: K^RSI-^^r ^t:'^ii1-^.i<h75^^-e§^ ( 

Journal of Organic Chemistry, 61, 3849(1996)) o 
[0 0 3 4] 
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it^m [4] t^^)^')^'y^yb-hM^!^ [5] ^^iii-^^iSfi. v^i^ft^-e 

^M)S(i> -9 0~0°C. t«9^tt- 6 0 - — 4 0 t:t:i(?® tljt^f -T^o 

^b^!^ [5] i)-hit^m [6] :fectO^^ [7] i^^Xit^m [8] "km^-t^li 

±mLfz^ it^m [1] t^hit^m [2] is it/ [3] ^r^-c^t-^tf [i 
^b^t? [8] tit^^ [III] i)-hit^m [9] ±fe c 

it^m [9] ii^fc^tJ [IV] i)--hit^^ [V] *i^3ii-^RS{±> ±l£ CB 
[0 0 3 5] 
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Me 
I 



l^^N OMe 5 
MeO OMe | "^6 QMe u 

V^Me Me"^ JV^Me ^^^^ 

O (101 ° [^2] 

MeO OMe O 

rf^^^^Y^Me HCl (f^'^^Y'^'^e 

SMe [131 SMe j^^j 

CH, 

ir''^V (C4H9)3Sn'^OC2H5 _^ il 

CI [161 [TV^OC^Hs HC. 

Y N^N 

SMe ,151 ,17] 

irV-Me NH^H C-SO,^Me 
Nvj^s-N N^N 
SMe j^^j SMe 118] 

OSO,^..^HMe 

fj" Me NaOR (| 
N^N ^ N^N 

SMe I^^l SMe^''^ 



N^N N^N [221 

SMe '^^^ S(0)„Me 

Y— (CH2)n-R^ 

Y— (CH2)n-R^ 

[IV] / 

• N-(CH2)„-R' N-^N_(CH2)„-r1 



"I (T . 

T [231 y [1X1 

SMe S(0)„Me 



^b^t? [1 0] tit^m [11] :d^^^b^^ [12] ^m:m-r;bKmu. mm 
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^v^^^K-e^)*t{^J: <. m^lt^ z/^^-^ym-^mifhfi 
^RfDti. 5 0-1 5 or. o^tts o~ 1 2 ot:-e$?Micjt^fi-'6o 

[12] ;^»-e>j[:'^t> [13] ^S^jtl-^Rlc.ti. M'^'. 'fb^tJ [1 2 
tL{fJ:<, -^flx-Jf. ^^y-;^. THF. vji-^-f^W^tfbtL^o iafti: L 
;A^)Vm:^^mifhfl^o^^JBlt. 0-10 or. ty)t>if3 0-7 OVX-UM 

it^m [13] ^^f^^b^t? [14] ^m^i-^Kmii. mm^^. m<7)^^rx 

-10-8 or. (?^lt0-3 0t:-e$?iil3ii^ft'-5.o 
^b-^tl [14] ti. ^b-^i^ [15] [17] ^^TSiit^^Ct^ 

<b^ty [1 5] tit^m [1 6] -b-hit^m [1 7] ^^ilti-^^jSfi. 

"t". m%<^^^-rx'mm-r^^t-h^x^^o mmtLxkt^ ^jz^z-m^^m^m^: 

^=^vv^^-e^)tL(^ J: < . -^Ox-ti. DMF. ^ v 1^ >^;6^^^tf <b tL^ 

o Mi^^: LT(±. tf:^ ( h ■7i^;v4^>^7'f » /n*^ v-^A v^' 

5 0 - 1 5 0 r. <h 19 ^tt 7 0 - 9 0 °CXWM\zmf-t ^ o 
it^m [17] [14] ^^3ft'i>-KfL:'{i. ii^L/i. <b^t/ [1 

3] Tb^hit^m [14] ^$^5ti-;6SJStl^at^L-cilMi-'i»- t56^^T-§;2>o 

^b-^tf [14] i)-hit^m [18] isitf [19] ^mxit^m [2 0] 
i£-r^:^-ffi(i. ±i^Lf^. ^b^tJ [1] -h^hit^^ [2] [3] ^^T-fb 

^t/ [I I] ^Miit-'6;^'^i:|sI»tiLT^ife-r^wi::d^^-e§^o 
^b-^t? [2 0] tit^m [III] J&^'b'fb^tJ [2 1] «:$^ii-t^SJS{i. ± 
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^t^m [2 1] ^^hit^m [2 2] ^mmir:hKJBi±. mm^. mim^m^^^ 

(fJ:<. tK. ^^y-fl^. THF. ^nn.-^^UA. 

) , 3-^Dnii^J,#m. ii^^b7Km^5i>^^#lf'^tL;2,o ^^lS(i> -2 0-6 
or. i: (9 t?tt- 1 0-3 or-e^tittcBtfl-^o 
^b^% [2 2] tit^^ [IV] ij-hit^m [IX] ^Mit-r-I^K^L^i. ±f£ 

'fb'^ty [IX] (i. ^b-a-tJ [2 1] i)-hit^^ [2 3] ^^T^itf '2>-<i:^> 

'fb'^t? [2 1] tit^m [IV] i)-hi\:^^ [2 3] ^Miit-^KJSJi. ±fE 
CB-&] t|SI«tcLT^M-r^^i:>&^'-e§^o 

^fc-g-W [2 3] ^-(h^t^m [IX] ^Mif-r^^tDfi. ^b-^tJ [2 1] ^-hit 

[2 2] ^mit1-^^fL><!:[WI«t;L-rmM-r^ii:;^^^T^^^o 

^ > :^ — v>-bv>^" (" Protective Groups in Organic Synthes 
is" T. W. Greene, P. M. G. Wuts, John Wiley and Sons 1991) ^t^lB^O^ 

M^Mh^^o %m.m<rymx. iM«^<7)^#^ LT(i. m7L\t^ nmm,(r>-n 

[0 0 3 6] 

)\^:x^ym<o'^%mmwk. T-bh>^<7)^h>?#^. ^^-^y^f^mtimmn. 
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I] > [la] isio^^cib] it'^m^'i^^rm^±nm^fi^^i^'r^zt:d^ 

[0 0 3 7] 

■to 

Me : pf^^V 
E t : 

DMF : N, N-v^^;V'i^;wAT^ K 
t - : t e r t - 
HM^l 

1- (4 -7;^^n-7i^;^) -5 - (t: >; v ^- 4 ;v) -4-^^iJ''y" 
i; > - 2 - :t > 




2, 2-vJ:-h^v-2-t:'; v>-4-^;U^^;VT^ > (##^J2-et#f> 
tt;i)^b^t/) 3. 0 0 g ^THF 3 Om niv#;i^L/ivM^7K<%t> 4--7;l/^ 

N Na OHTKvtflKl 8 Om 1 lCSS?iK^Jnx.Tft»fn L> ^m^m^mmk. TfCiS 
j:tfJ^-x;V-e?5fe^L/io 6 OrirriiH^^L. Umt^^S. 1 0 g ^Mfe 
^B^B^ LXmzo M,'^. : 2 6 1 r (^j^) o 
[0 0 3 8] 

mmm2 
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1 - v:^ n^>^;i/;>{^;l/- 3 — ( 4 — "7;!/:^ n -7 —4— (tfUv^ 



1- (4 -■7;i/:tn7i — ;V) -5- ( 'J V > - 4 - ^ - 4 --f ^ 
';>-2-^> (HM^a 1 (^'(k^^^) 12 8mg> i^^u^y^)V^ ^ y ~)V6 
1 y« U h 7a:^;v:i^>^7'f > 1 9 7mg. Ty^i^:*;i'j}^'>^v^^;u2 9 5 
// 1 ^mit^^U>.2 . 5 m 1 tr?#;0-L. m?mt3T2 4R#r^^t#L/Co 

^a.f-;l/=l 9:1) tlioTML. ^f^tLf^^k-^t/^Jtl^-C-^aL. ilfS'fb 

[0 0 3 9] 



1- (^^V^>-3-4 )\^) -3- (4 -7;l/:tn7i^;l/) -4- (liV 

v>-4--r;v) - 4 --r ^ rv; 2 



o m.^r. 1 3 2 - 1 3 4 "Co 

[0 0 4 0] 

mmm4 

1- (2 - vry ^^v;^) -3- (4 -7;i/:^-n7i^;i^) -4- [ (2- 
( 1 -(S)-7 j^-;wj:-^>'vt^ y) tf 4 ;v) ] -4--i'^ry; 

2 > 




mm 3 
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4- (2 -i^-nntf'; v>-4 -3- (4 -■7;V:tn7 ji — -i 

- (2-vTy^>v;p) - 4 --r ^ ^J^'v; >'- 2 im^m i (e) <Dit^ 

t;] 5 0mg. (S)-(-)- a -^f^.'l/^^v^VT^ > 7 9 K v>^7 
A5. 5mg. 2, 2' ( v 7 7 ^ y ) -1, 1' 

;H5mg. -^hU-^A t -r h^v Kl 7mg^ Im nc!^;^^L. 

a^MiiiLT. 7 omr 1 8B#r^sni?t«#Lfco ^jAi'-m^mmj^^^^r-^mL. 

{^^"^y :^m^^)^=i : 2) r-ffl^L. HlB-fb^t/ 3 8 m g ^it-fe 

[0 0 4 11 

mmm 5-12 
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mi] 



h 




K 




-^it l-i^- >Ps. ^rr 


5 


2-v'r y 7 3l^y^ 




^^a67t: 


6 








7 




(S)-l-t-37' h=^rv';<7/W>i^^^U 


gt.#a9i-i93t: 


8 




^ y:/o tvi^r ^ y 


S4^a7o-i7ii: 


9 




T y /ur ^ y 




10** 


2-^ hdrix:7^^ 


2-t'iJ v^/i^y ^/I'T 5 y 


iS!fe/^,248-250t: 


11 


2->'/i^^o:7i^ 


2- (2- 1' y ^^/VT ^ y 


iS!!l.#a32-134'C 


12** 


2- h V -7/V:^x2 :^ 


2- (2- 1° y v^/W) ai^/UT ^ y 





[0 0 4 2] 

Hit^J 1 3 

4- (2 -T^ y ti'j v>- 4 -1- (2 -vry ^> v;!/) -3- 

(4 -7;l/^n-7ai — -4-^5 ^V^) > - 2 - 




1- (2 - vTy^>v;i/) -3- (4 - >';v;rn-7i-;v) -4- [2- ( 
4 -y h^v'^>v;uT5 y) if v v^- 4 --f ^u] -4 — f^^v'';>-2- 

^ y (MWdl 5 O^t^tJ) 1 . 5 g 2 5 %^^t:7K*-S^mv#-a^ 3 m I ^t)n;i. 
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A : y-)\^=2 0 : i ) -efflM L. ^la^b^t? 5 7 2 m g ^m^^^B tLx 

nfzo Mj^. : 1 8 2 - 1 8 3 "Co 
[0 0 4 3] 

mmm 1 4 

4- (2-N-^y:7^f-n^;l/T^y tf; v>-4-^;V) -l- (2-vT 
y^yiy)]^) -3- (4 -•7;i/:tn-7i — ;v) - 4 ^ ^J'^y; >- 2 > 




[0 0 4 4] 

mtm 1 5 

4- (2-N, N-v-r yr^a-f ;i/T^y li'; v>-4--r;v) -i - (2 
-vry^>v;v) -3- (4 -y;v:tny - 4 --f 5 ^y*'; >- 2 - 




4- (2 y lii; v>- 4 -1- (2-z^Ty^>i^)U) -3- 
(4 -y;v:tny - 4 ^ 2 (^M^iJ 1 3 o^b-^tf 

) 5 0 m g ^ y rf-n ^ n <; K 2 0 ^ 1 (^ia'fky ^ W ><7)Mr^m*7K<^ L 
, h i; i^;i/T ^ > 5 4 1 ^MT^lk. ^fitCT 3 BtF^^^f^L/jo Kfi^^St^TK^ 
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A : T-t h 2 0 : 1) i 3if $^ mtzit^^ {mmm 1 4 ) 2 2 m g ^ 
i^m^^BtLx. mt^it^^ immmi 5) 1 omg^MfeiSH^t tr. -ett^^ 
tt^fco ife.-^. : 1 9 6 °c immm 14), i85-i87°c {mmm 15)0 

[0 0 4 5] 

^M^J 1 6 

4- ( 2 -.31 h 'J 4 --f ;v) -1- (2-vTy^^ 

-3- (4 -■7;w:^-n7i— ;v) - 4 ^ ^ V^'U >- 2 -:t > 



4- (2 -i^nn tf'j v>-4 -3- ( 4 - ■7;v:t n -7 -1 
- ( 2 - -> T y ^ > v 4 - -f ^ r W > - 2 - :t > C##^?!) 1 (6) <Dit^^ 
] 1 g. f^^/^°^ v-^A 5 5mg. 1, 1' -tf>^ (v-7i^;W^i^;^-7^ y) 7 
:cn^r> 1 3 7mg. S^^f- h V -^Ae 0 8 m g ^ Ji-iS' y 2 Om 1 {^mmh 
. — m^bR«#H^T. 8 0°CtCTl 2BfP^m#L7t:o S«^?^ffi»ilS LTI^ 

:^^A^^nv h^r^:?^- (^^-^-^ : S^mj:^f-;w= 1 : 2 ) IcrfflML. #12 
^b-^tf 8 8 7 m g ^fttfel^B^ t Vxntzo : 1 6 4 X:o 
[0 0 4 6] 



1- (2 -vTy^>v;l/) -3- (4 -■7;W:tn7 Ji>:^;V) -4- [2- ( 




o 



mifiM 1 7 



tBII# 2004-3038207 



#il 2003-116076 



^-v: 54/ 




1- (2 - vry-^^ -3- (4 -y )]^-^uy ^r.—)]^) -a- (2-^ 

5 v>- 4 --r - 4 -< ^ ^J^^y; >- 2 -:t > (## 

{2)ttz[t^^m {2)<Dit^m) 7 0mg. 3 -T^ yyn/NV -;W6 0 
. 6mg. i^>^-9->2m 1 (Orl-a-tf^ 8 0t:-e5B#rBm#Lfwo RiS^S^a^M 

L. ij y "7 A ^ u-^ Y "7 y ^ - {^uuv^)VA : ^i5^y-;v=i 9 : 

1) r^^^mm^k. ^-T)VX.y)%t^nit\^X. ^fE^k'^^4 4. 6mg^#7t:o 
: 1 6 6 - 1 6 7 ro 
[0 0 4 7] 

mmm i s - 2 4 



^^^^p^H — CH2— 






R = 




18 






ii.'^a74-i75t: 


19 


2-~>r / 7cIl::^>'^' 




iI4.^168-169T: 


20 


2-V'Ty :7in/W 




Sll,^J45-146°C 


21 


2-v'Ty 7 3:::^/^ 


T y /wT ^ y 




22 


2->'Ty y :^z=.;\^ 


4- fc K n ^ 5: y 


iSl^l66-167'C 


23 




y:ra tvi^Ts: y 


^^^171-172^: 


24 




y:/p tVuT 5 y 


it,^,i2o-i22t: 
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[0 0 4 8] 

mmm 2 5 

1- (2-vTy^>v;v) -3- (4 -7;W:tn ^i^;!/) -4- (2-^ 




1- (2-vTy^>v;u) -3- (4 -7;i/:tn-7i — -4- (2-y 
^;vy^;u:7^ — ;i/tr'; ^ v>- 4 --i';!^) - 4 ^ ^"y 'J 2 -:t > (## 
fij 6 ( 2 ) * 7t{i##^?!l 7(2) (Dit^m) 1 0 0 m g =^ y T'n/NV - ;v 5 m 
TK^'fk-:^ h';'^A26. 3mg 5 BtP^^^ji L t^o 

: p<i5^y-;i/=3 0 : 1) *)mmLX. mt^it^^6 Sms^m^t LT# 

[0 0 4 9] 

Hiifil 2 6-79 

##^J 1 ( 5 ) <7)>fb^t/ MJBWMit^m ^ . II»J 2 * (±##^J 1 ( 6 ) 

i:|s|«o:^-/i-eN-T;i'^;HI:L. ^v^r|i»j4 tmm.(Dy3'mx-T < y ^t-r^ 
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[^31 











M S 
(CM+Hj*) 


26 




^Vv^/WT 5 / 


476 


27 

^ f 


2-v'T / y 




426 


28 




2-y y /u-p^^/wT 5: J 


466 


29 






477 


30 






454 


31 


2-v'Ty 




510 


32 


2-v'ry y:c.zz.;v 
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2-y ^u;^?:?' h-2-y ^/w-y'n tvi- 
T 5: y 


402 


414* 




fcVl-T ^ y 


416 


415* 




2-fc KP^r->-2-y ^/WT'ci tVl^ 

T 5: y 


386 


416** 




4- y v^/l^T ^ y 


383 
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JVl O 

([M+H]0 


417* 


1, 2-v>^ 'f-jl^-l-}! h 




400 


418* 


1, 2-v'y' -f-zL—S-k: h 


yuix^ a^:^r WUT ^ / 


470 


419* 


1, 2->';^ d h 


voj i , Z ^ X* V /i^ Z r 
Ddrv'^/'a tVUT 5 / 


444 


420* 


l,2-i^^^/»--2-l:: K 


trans-4-t Kndf-v'-4-;/ 


470 


421* 


2-t Kn=^v'-1, 1, 2- 
h y 7< ^/^yc3 tVu 




414 


422* 


2-t =^v^-l. I, 2- 


trans-4- 1 K C2 ^ ->-4- ^ 


484 


423* 






400 


424* 


3-t Kp^v^-3-^ =f- 


1, i-i/y ^71-2- 1 ^ 


430 
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M b 

([M+H30 


425* 


3- t ^iZ-S-;^ 


2, 2- VP* 7^/^-3-t h n sf- 
v--7"n tVUT ^ y 


444 


426* 


3- t: Ka:3r->-3-p<^ 


1-t Kd :3r i/p' •^/l' a 


456 


427* 


3-fc Kc =¥'>'-3-> ^ 


trans-4- t K n ^ :^^_4- ^ 


470 


428* 


3-t: hD=rV-3-^7^ 


4--7- h t h a c :7 — /i^ / 


442 


429* 


3-t: Kc2 :arv-3-7< ^ 


(R)-l,2-i/p<^/W'-2-t K 


444 


430* 


3-t Kci^V-3-7<^ 


(S)-l, 2-v?y f^/L'-2-t K 


444 


431* 


3-t: Kd :3rv^-3-p< ^ 


trans-4 - 1 K ci ^ v' p 

^^i^yur ^ y 


456 


432* 


3-t Kd^v^-3-^^ 


1-y ^ >^^^u7i^^/v t:^ ]) 

v?>-4-^/l-T ^ y 


519 


433* 


3-t Ka=^v'-3-7«^ 


i-zc^ >;^7V/}>ri/t-t°^y 
v^:^-4-'i'/uT ^ y 


533 
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^MfiJ 4 3 4-4 6 0 

##fij5 (3) (Di\:^mttmwMi\L'^m^^^m^ tnm^^Kj^si.. 

6 (2) ^[^;ittc3-^nni§^m#^-e^<i:L> ^v^T«^Jl 7 ^TOt^L 

xnmr^ y tujjs^^^tiizx, i9> ^5 0-5 2 iciamo'fb'^tJ^^Tto 
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XXJ , 

r 








MS 


434* 


4-x h7 t Ko 




412 


435* 


4-r h ^ fc Kt=» i^'y 


^ y^u tvur ^ y 


398 


436* 




trans-4- b K p ^ v'-4- p< ^ 


468 


437* 


4-x h7 fc Kc3 


i/^ p:7*ci fcvuT $ y 


396 


438* 




2, 2-i>y ^ji-i/u tvur 5: 
y 


426 


439* 




trans-4- 1 K p =^ iX-4- y ^ 


509 


440* 


l-Tir^/m'^i' 


2, 2-v-';^ ^/I'^^o fc: /UT ^ 

y 


467 


441* 




^ y^p fcVi.T5: y 


439 


442* 


l-Tir^/i^t'^y 


yyf"/uT^ y 


453 


443* 




iyy a:/a tVbT 5: y 


437 


444* 




(R)-l,2-xy ^>'l'-2-5:: Kp 
=ariyyp tVi-T 5 y 


442 


445* 


4-7" h ^ fc Kci ^ 


(S)-l, 2-iyy ^/^-2-t: Kp 
^^rv'T'P tVWT =: y 


442 


446* 


4-7" h ^ t Ka 


{S)-2-b: KP^V-l-y^/l^ 

5: y 


414 
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[^5 1] 

















mmm 


R' 




MS 
([M+H]0 


447* 


4--r h y ^ h a t •T' 
— 


(S)-l-t: h a ^yU-'Z 


428 


448* 


4-7^ rye h CI c 7 


1, 1- v> T^/w' <s 1- r =T 


428 


449* 






440 


450* 


>-4--Y/^ 




469 


451* 






481 


452* 




(S)-l-t Kn^^rv'^^/P-T" 


469 




p tvi-r 5 y 


453* 




(S)-l, ^71— 2-t Ka 
df^v-^n H-'/UT 5 y 


483 
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XXJ , 


mmm 


R' 




IVI o 

{[M+H]0 


454* 


4-ir h fc h o t 7 


trans-4- t: ri-i=rv>^xt3 


454 


455* 


1 -fr li , l-'"'^^ il ^ 

1 — / V /i^ t, ^ y 


Lirans l_ p w -r ^ y ^ 


495 


456* 




trans-4- b Ko^^v'v';? o 


531 


457* 




trans-4- t K o ^ ;^ ^ 


545 


458* 


1-^ ^ >':x7^7^^z:^/^ 
e-<lJ >>'>'-4-'l'/U 




475 


459* 


4-x h 7 t Kp t:'-7 


v?>-4-l'/UT 5: / 


517 


460* 




v^>-4-'l'/l' T ^ J 


558 
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m53] 



(1 

N 










M o 

([M+H]^) 


461* 






439 


462* 




-4-^/L'T 5: y 


475 


463* 




l-V-^ y y \1 y^ ^\^7\\ ) d 

v^>-4-'<;i^r 5: y 


503 


464* 




l-(:yr3 ty^;5c./^;}-^^/^) 

j\^r ? y 


503 


465* 




>-4— r/»-T 5 y 


517 


466* 




/l-) V v>>-4— r /l-T ^' / 


497 


467* 




i-y'^V ^^t:-<V v^>'-4— T/wr 
5: y 


467 


468* 




1 - T -fe e-^ y >- -4- r 

5: y 


425 
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[^54] 





^1 


















MS 


469* 




-4—1' 71- T 5: y 


461 


470* 




l-oi ^ M •' ^ It V-^ 

-4->r/i-T 5: y 


475 


471* 






468 


472* 






482 


473* 




v>>-4-'i'/i-r 5 y 


482 


474* 




-4-'</i-T 5: y 


489 


475* 




>--4-^'/wT 5: y 


455 


476* 




>-4-'i'>'i^T 5: y 


469 



[0 0 9 9] 

4 7 7. 4 7 8 



miiE# 2004-3038207 



#M 2003-116076 



^- V : 109/ 



[^5 5] 





X 
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([M+H]^) 


477* 


t°-^y -4-^/1^ 




474 


478* 






488 
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O^" --5CoM '^CONR-R' ^CO^-R-R^ 

R R • OH . 



— (^O — H^NCOMe — <^NS02Me 



2 = CH. N 



.^^n HN. X.^^ 




OH 



O 



R' R- 

HN^N'R' HN^^^K^b HN^^^^NyR" 
■ o ' O 



R^ R' R' 



I K 1 J. 

r 

o 



R' 



HN^N^R^ 
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(«5 71 



OH 



R" r'' . /"^-^OH 
— — (^NCOMe — ([^NS02Me 

Z = CH. N 



2 I I I i 



R» R- R"* 



H,!. HN HN HN^^ 



R* R" 

I I 

OsO,R-. 0^°^"- 



OH • 

HN 



Rc \_y rc Rd \_NRb ^;>r J 



R*. r" . R^ R'* = m-^fzltmU^X. 7K3fe. Ci~C3T>U*;U 
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[^58] 



W i 



— — (^NCOMe — (^NSOzMe 



Z = CH. H 



^--^NR^^SOzR" ' ^^NR'^COsR'' 

I I 

^^N^^q^NR'^SOzR" "'^-Q^NR'^COaR" 



HN 
HO 
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Z = CH. N 



HN. 



Hlsl^^ Hrii 



CONR^R** 



^-^NR*S02R*' . ^-^NR^COaR*' 
R'^ r'^ 

HrsJ.Qj/NR^SOzR'* Hr^^^^NR^COzR" 
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[^6 01 



^ N-R^ 



r' = y^^^k x^;k -fv:/De-»u. V. v 

R R • -^^-^ OH . 
— ^ p — ^NCOMe — (^NSOaMe 



Z = CH. N 



= Hfll...,.-._XQj^ HN^j^-..,,^OH Hrll.^,--.^.^OH 




hKIv...--v^OH HN.^./^0H HN 




OH 



HN^OH HN^OH HN "^Y^ 

^OH ■ ^^OR** 



HKIv.,.^ HN^^^-^OH HN^^^i^ 




OH 

I OH 



HN^^ HN^^j^NHSOzR^ ""^vS 



NHSO2R' 
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[^6 1] 



— — (^NCOMe — -^^NSOaMe 

Z = CH. N 

j I R* R'* I a 

r2 = HN..^ ^'^V'V^OH "N.^qR^R'* 




R« R" 



OH • . OH 

OH 



k^N^NR^'R" L^N^CONR'r" 
O o 

Hfll..^-.^ HN..^ "''^Y^ 

k^N^CFa . ^N-sOzCFa • ^•^'SOsNR-R'* 

""^xy^of, . "^x:^-so.cF3 r'^x:^-so,NR«R^ 
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[1^6 2] 

F 




il 



— — (^NCOMe — <^NS02Me 



2 = CH. N 



^--^N-^^NR^R'' ^-^N^^-CF3 Xy^V 
R^ ' R" • ^ 



HN-^^.-^N.o-NR^R'' HN.^..-v_,N_.CF3 HN.^ ;S-CF3 



HN..^-^ "^T^ ^ 

R' V k^NR* • R'^ R' ^ • HN.^>^NR 

R'= R** 
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(^6 3] 

Q 




11 i 



— — (^NCOMe — (^NSOaMe 
Z = («. N 

HN.A^_ HN-^A^N-R" HN.A^N-R" HN.J^N-R* 
R'^V R^V • R^VA ■ R^V 



R"* R*= • R" R^ O . R'>V • R'» R^ 



N-SO2R' I I f^O 

r"* R'' • R" R*= . R** R'' 



N-COR" 




I r^N-COR' 




r'* R*= r" R'= 



HN^ PQ Hf!l^^.pa HN^ 

o 00 
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##^J1 




CI 



(1) 2 2g^THF440ml IZMM L. 
»iLT. - 7 OlCJ-JLTtCi^^SPL. 1. 1 4 M> U A - i-T-v'Wvtig 2 4 5 

mUizx im^WiWLfZo Kf^^mz:^5 0 Om 1 ^iPx.. S^m^f-^VT'fflai L. 

JEsftML. 4-T-b^;u-2-^nnii'; v> 1 9. 5 g ^itfeMe^a t tTt#/c 

0 M,^. : 3 6 t:o 

(2) (1) X-nhfifz^t^^S 5. 1 g. 11 Kn^v;l^T5 >J^^^4 9. 

^Lfzo 6 OVKX-m.MmM.mL. 1- (2-^uu}£VP>-4-4 
^ jy 5 5 g ^M-fefSa^B^ LXnfZo ife* ! 1 4 3 t:o 

(3) (2) xn'>>fifzit^'m 1 0 5 g t h v;^^ n K 1 2 3 g^iafb^-f" 

L> 7K<^Tt^T h >; Ji^;i/T ^ > 9 4 m 1 ^?iTm> Sfitc^rSLT 
4B#p^m#t/co BLfBmz:^5 0 Om 1 ^*px.> J^<b^ ^ wveiftm L. I&fa:fe 

^Axmm^. mm-^^^i^'y-^xmimLfzo ^m^k. ^^ee^^l. nhixtz^ 

B^H*MtT-r y E°;vj^-T-;i/-C-dfe?f-t. l- ( 2 - ^ n n v >- 4 - 
jc^y > ;t^vA h vl/- b 1 9 2 g ^Mfe^^*!: LXWfZo it* I 1 
5 3X:o 

(4) mm^WtT. MUKXM:^^^ y - )^ 2 2 Om l tc^M^ b 1; -i^A 3. 

1 1 g^Jn^. Wv#)filLfjo ^ti^ymL. (3) Xnhfifzit^m4: 0 g^ 

mk.. m.^^ximmmwLfzo Kf:Lmzm7K^--TJ^2 2 om 1 ^ipx.. ^^j^ 

^l^*L7to ^?SH7K<tTlCT4 NJtgm/v^^-9->V#?i^6 2ml ^mx.X 1 5 
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^rmwLtzo ^mm^m&mm^k. mm^yi^i^m-L. ^m^v-^A^jnx. 
. mm-^y^-'y^^'^'ttmLfzo Mraism. m'^mi^^^-^y i o om i ^jn 
im^ty^ v^mr-m^Lfzo mEE.mmL. M^^°y:^r-^m&. 2- (2- 

i^nniii;v>-4-^;i/) -2, 2 - vji h ^ vj^^;1'T 5 > 2 6 . Qg^^S^ 

( 5 ) ( 4 ) '^MhiCitzit^'i^ 20g^THF50ml KmiJ^LfzmWi'kii^r^ 
L. 4 -y^v-^tn^i — ;i/>r y vT:^- h 1 1. 2g^?iTLfCo ?iTt^> -RiS 
?S^itJEfit^L. t#^>tt;|,J^©J^tc»S:^^3 Om 1 ^M^xm^KX^^W^WL 
fzo 7K^Lfz 2 N N a OHtRv^'^ 18 0ml ^zKBm.ij]Ux.Xf^mL. ^JfHi^a 

i'Mmk. 7i^isxv'j--7')i'xm^Lfzo 6 oviiZxmmt^L. 5- {2-^ 

uu\£V -J>- 4 -1- (4 -7;i/:tn-7 ji — ;u) -4-^<W^)y 
-2-^>2 2. 3 g^M-fe^ge^H^ LTtfTto g** : 2 7 OlCo 
( 6 ) (5) xnh tifz^t^m lOg^DMFSOml ^zmm L. 7K<tT> 6 

3 %7i(.miti- h A 1 . 4 6 g ^imx.fz^ik. mml^zx 3 0 ^r^m^ l/.:o 

M^:S?/7Ki^L> 2 -vTy^>v;V'-7'n^ K7. 4 4 g ^UPx./cl^. MiatCT 
3B#ra«fl^t7to RfD?^^7K<^7K2 5 Om 1 f^^Ji-^^Vt^JStti L. i*m 

^R^Tfcis ct D^'i&fn:^*^^^^-^^^?^!^. V A x%t^ i^tzo mj±.ikm 

v'J:^y;i';^7^AiJ'nv hi^'^y ^ -tr-rffl^L. 4- (2-^'Dnt:';v 
>-4->r;i/) -3- (4 -■7;l/^n7i — -1- {2 -i/T J ^yV)V) 
- 4 ^ >- 2 > 1 1 . 4 g ^^rM-fe^H^ t LT^#7^Co Bll* : 1 0 9 

•Co 

10 10 21 

##^J2 
EtO OEt 



4-T-t^;Hi>; v> {-f^m^xx) ^WMit^mtX^X^ ##^J1 (2) ~ (4 
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) tmm<7)mm^n^ ^tizx^. 2, 2-vj:-h^v-2-t:'; v>-4--f 

[0 10 3] 

##f !l 3 
o 




(1) 3, 3 - vp< h^v- 2 -^"iJ'y > 1 0 0 g> N, N - f^^U'^^^l-A 
Kv^^;i/T-b^-;i/9 9. 2 g<D^M^^mi. 1 0 O^-e. 4 2^r^it#L 

1 -^yy^y-S 1 4 1 g *t#/Co 

(2) (1) TUhtifzit^^l 4 1 g^^ ^y-;i^8 0 Om 1 l^zmML. ^ 
:tmmi 1 4 g. 2 8%^ h -^A^ h^v K-^ i5'y-;V2 9 2 gilia^fz^k 
. 7 0t:T-3BfP^ti#LfCo RCd?S^7K<^L. J: ^ 2 1 5 g ?r?iT Lfc 

o mmm^m^. ^m. mmLX4- (i, i -v^ -2-^-^ 

)VyT^)\^^') <P> 1 4 2 g ^#/io 

(3) (2) -elf^ttfjrfk^tf 1 4 2 g^T-t h ^5 7 Om 1 H^ffL. tK 
^T. 6Miimi 14ml ^J^Px.. MS-e 3 BtrelW b/io 7K4 5 Om 1 ilJUx. 

- (2 -p{^;i/;^;i/:7T— ^ v>-4--f;i') i o 7 g^%fzo 

[0 10 4] 

##^!|4 



o 




(1) 4 nn- 2 ^;l/y^;V-7 T— ;Wt: ^ >^'> 1 6 . 4g. 

(II) vi^n'JKl. 43g. DMF 1 0 Om 1 OrI^%=S:8 orrSBtFal 

miiE# 2004-3038207 



#0, 2003-116076 ^-v: 121/ 

mWLtZo ^J^Mi:^i^mk. g^^J^^^l^S 0 Om U y yitiJ ^ ^ 1 7 . 8g 

miriy') V^'yy ^ - {^^^y : 2 0 : 1 ) 

KX^mMLX. 4- ( 1 -J^ - 2 -^f^;i/>^;v-7 T-^nf >; ^ 

v> 1 8. 9 g^^ffco 
(2) (1)' -etfib^fXTt-fk^tH 8. 9 g^T-t h>2 0 Om nCv#j!iL. 4 

Miime om 1 ^mx.^ m^xi^mmwLfzo Rf^L^wL^mas.'WyKKijn^. 

T ^ 'J y - A - ^ )v) j.^ yy 1 5. 9 g ^#7to 

[0 10 5] 




(1) ##^03 (3)S7t{±##^J4 (2)-e#'btL/i<t^tf 1 7. 6g*^^y 
-;H 8 Om Uc-^liL. Kn^v;i/T^ >iimJ^l 4. 5 g. P^^f- h U "^7 

A 1 7. 2 g^unx.. 3 o^^-r^itjp^^ML/co Mis?^=^}t*nm> mm^^i:h. 

7K^mx.xmmj^'^)^xmtiiLfzo mmmii9c^. ^m. mmm. mmi^^^^^ 

y^m^. ^iHir^^^m^^ML. 1- (2-^^)\^^)i^yT^)^}^')^iyy- 

4 J^^y > ^r^vA 1 8. 3g^#7to 
m,^. : 1 5 0 - 1 5 2 ICo 

( 2 ) ( 1 ) xnhP^fzit^^ 8 9 g ^Jtfi'fb^^ ^ 1^ > 1 2 0 0 m 1 l<zmmL. 
h i; j^5^;i/T^ > 8 1 . 2m K h v^l/^ n K 1 0 2 g ^Jn^-C^?a-e|l-^ti 

^^^B'k^MLX 1 - (2 -y ^;v:^;^-7 T^;vt: >; ^ v>- 4 y 

> ^^vA h V V- h 1 5 9 g ^#fCo Si.-^, : 1 4 1 - 1 4 2 "Co 
(3) 2 8%:^ h >; -^A^ K-y i57y-;H 2. 9 g 7 3 0 

m U#mli. 7KJ^T. (2) T'^f.tLfc'fb'^tJl 5 g<^THF 1 2 Om 1^?^^ 
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yA^7U-7h^'^y^- nn.-i^;i/A : > -;w= 1 5 : 1) Offl^L 
X2, 2-vyh^v-2- (2 -y ^;^x;i/'7 r — ^ v>- 4 -JW) 

(4) (3) Xn^iifzit^^S g(DTliF 1 2 Om linmi^'. yKi^T. 4- 
7;V;i-n "7 y vT^T^- h 4 . 7 8 gOTHF 3 Om H#?R^?iTL. M 

za-e3 o^fBrn^Lfco 7K<^T. 2 0ml ^mK.fzWi. m^ximmw 
Lfzo mm-r^^^m'^^ML. tk. ^~-7-)^xmmk. ^mtx. i- (4-7 

;i/;tn7i-;i/) -5- ( 2 - y ;i^y r — '7 5 v > - 4 - -f -4 
--f ^ ^5^y >-2-:t>7. 35g ^^fZo M,^. : 2 6 0 - 2 6 1 "Co 

[0 10 6] 
##1^0 6 




(1) ##^J5 (4)t:1#fbtL7t:<b'^tJ2. 6 g <^DMF 4 0 m U^mlC, 

t:\ 7fc^'fb-:^h';'>A3 2 7mg^Snx.. m?aT-3 O^K^^I^tfZo 2-vTy 
^> v;i/yn 5 K 1 . 7 7 g ^Spx.. mrMiXS O^mmWLfz^k. Tfc^^bf- b 'J 
'>A3 3mg. 2-vTy^>v>'Vy^'n^ K8 Smg^JDx., M^-e 1 Bf Fh1«# 

, vj:-^;i/j^-x;uJ: O^^'ftt-ci - (2 - vry -3- (4-:7 

;i/:tn7jc::^;w) -4- (2 -y^;i/y.;i^7T^;ni°'; ^ v>-4 --^^v) -4 
--r ^ iJ^'y 2 3 . 2 8g^nfzo 

m.^.: 1 4 1 - 1 4 2 "Co 

(2) (1) Xnhtifz^t^^S. 2 7 g<D^x:JU7is)VAmWLK^ m.i^X^ ^ 
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mmtfzo nm.^^m^^}^^^^^BitLr. i- (2-vTy--^>v;v) -3 

- (4 -7;v:4-o-7 -4- (2 ^^l/^^^l^^ >; ^ v^^- 4 - 

-r;l^) -4--f ^ ^'y; >-2-:t>2. 3 9g^t#7to 
ai!.*; : 1 3 3 - 1 3 6^0 
[0 10 71 



(1) ^^mb{A)-Xnhnfzit^mi . 4 7 gCO^ i5^y-;H 5 Om U« 
M^^T. :t^y>l. 7 9 gcOTKl Om Utm^^STL/Zo 3Q6^^ikW2 

mm^^^^-^^yy 2 9 9mg07K2m iv^vS^^stl. mm.-^' 2mnmw\^fzo 

»tiSL> ;^tb-t^^B^H^S^^J^^;U-:r.-7^;i. (Ill) Orl^^ 
M-e^l3iL-r. 1- (4 -7;v:tn 7 - 5 - ( 2 ^^i^y^^w^ ^ 

t: ^ v>- 4--f;v) -4--f^ ^"y ^-2-:f>i. 03g ^#/co ili,'^. 

: 2 0 8 - 2 1 1 r i'^m) o 

( 2 ) ( 1 ) x-n h fifzit^m 9 3 0 m g mu^^m 6 (1) t nm^mm 

-r^^^t;j:i9. 1- (2 - vry -3- (4 -y^v^^-ny^-;!/) 
-4- {2-:^^))y7.)Vy y( ^Vy- A--^ )V) - 4 ^ >- 

2-;J->54 Img ^#fCo 
10 10 8] 



##^J7 
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CI CI 



##^J1 (4) X-nhtifzit^mi. 0 g^X^y-;H Om U3?§;^^L> 2 
-•7;l/:tn^>XT;V7"li KO, 5 1 g ^riJPx.. M^^ICTS 0^TO#L7^Zo tK 

^-7^- (^^-^-^ :S^^i^;u=2 : i) tcj: i9ffl^L> HfS^b^tn . 4 5 
[0 10 9] 




CI 



##M 1 ( 4 ) T'# f> ftfzit^m 5 g t n^BWMt^m^^^m s t iwi^tc^ja. 

S-r-?> >r <!; J: 0 . 'fb-a-J^ ( 1 ) 8 . 4 7 g ^^fzo it^m ( 1 ) 3 g ^HM^J 
1 trnm^^MLXmitL. ^v^TTHF 2 Om 1 ti'^lilL. B o c 2 O 1 . 

)\^^M^xmMt^^h\z^y)^ jt^m (2) 2. 5 3g^#/io 

[0 110] 
##^J 1 0 




CI CI 



##^J1 (A) Xn^hitfz^t^mS. 8g. 7ml, h 

f-;i/T^>3. Om 1 oorl-^t^^ 5 OmrH-^^^i^L/Zo 2N NaOHTK^ 
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mmL. mmit^^ i . 9 g ^^rst'ct/^ lt#^jo 

[0 1 1 ii 
##f?ai 1 

EtO OEt EtO pEt 



##^J1 (4) T^i^^htifz1t^!^5. Og. ^ VT'nif^l/T^ >3 5m U 1^ 
v-^A 4 5 8mg> 2, 2' - ( v 7 ^ 7 ^ y ) -1, 1' 

-t^:^•7^;H. 28g. ^hV^A t-7*h^vK3. 0g*h>'VJ->7 5 

m 1 izmmL. mm^mr. ? ortiTSBf^M^^L^co m&i^m^k. 

^nn.-}^;UA : ^ iS'y-;i^= 1 0 : 1) J: J9ML> UlS'fb^tf 4 . 3g^-/4 
[0 112] 



##^J 1 2 




##fiji (4) x-nhiLtzi\:^^2 . Og. t -7^^;wo. 8 2m 

1 . THF 1 om 1 <7)ri^tf^iQiftii^T> 4 B^s^^i^L/io mBwL^m±mm 

-^^^t\iZi,V)it^^ il) 3. 1 g^^fi^J^t LT#/io ^v^T-^b-^tf (1) 
i:MSJ!r.»'fl:^t/=^ll»«4 tlWI^ti^SI-'S*- tt^i '^'fb'^t^ (2) 2. 12 

[0 113] 




CI 



HN 
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##^J 1 3 




1 ( 4 ) -elf <b Kfzit^m S . O g ^##^J S t lt 2 , 4 - V 

o 

[0 1 14] 

1 4 




OMe 



1 0 (Dit^m 1 . 3 9 g 1 1 1 nm^ tr 2 , 4 - ^ ^ h ^ v 

^ > V ;i/ T ^ > <!: ^ -li^ - i; -e. Ut^it^^ 1 . 5 8 g ^#/io 

[0 115] 
##f !l 1 5 




OMe 



##^J 1 ( 4 ) (Dit^'S^ 1 0 . 0 g 8 IHI^tc LT^^Ic'iKfl-'fb^tf 

RfD^-ti-. ^v^T-##^Jl 1 ^|WI;|tt;LT2, 4-v^ h ^ v;i/T ^ > ^ 

RliD $ -^^-S >r <h T% Mlfi^k^t; 9 . 7 5 g ^#7^.10 
[0 1 16] 
1 6 
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MeO OMe MeO OMe^ 



.NH2 



VI M ' 



N^N N^N 
SMe SMe 

[0 117] 

##f « 1 7 

MeO^ OMe MeO OM^ MeO OMe cbz 



SMe 




^OMe 



MeO OMq^ 



"OMe 



(3) 

(1) ##00 5 (3) <Dit^^3. 0 g*:^^bp<f^l/>3 Om 1 Hv#l»t. h 

K3. 3 5 g^fiTL. Mfii^TH-^^^L^^o StD?S=&7K. l&fn:ftJ^7K-e^?#- 
L> my^^m-^ V A -c-|£;^ L ;^^o mS-Mmm. n"^^ ^ v ^ ^ A 

i^D-Th^'^^-f-ti-Cffl^L. <b^t/ (1) 2. 2 3 g^iE^Meli: LTt#/c 
o MS 3 6 4 ([M+H]+) 
( 2 ) ■ ^b-^t? ( 1 ) 4 . 2 g ^DMF 17ml ICvtfF L> 7K<tT> TK^'fl::^ h 
A 5 2 8 m g ^m^fz^k. matCT 1 B#Fb1«*I^L/Io S0^^RM^7KJtL. 3 

^itJ^^)v 1 . 3 9ml ^Jnx.. m.u^z.x 3 oi7^mm,w\^tzo ^fL'ji^t^TK^Jnx. 

Atr^^Lfco MEMm. ^®!^^^nn.i^;WA 5 0ml lCv#5&-L> 
m-i^nnig^,t#^6. 2 6 g ^Jn^. Plfil^T 3 0 ^^^rsm^ Lt^Zo RlS^Rt:: 
7K^<b;^7;l/v'>A 2. 5 8 g^JP^-C^mt. >5-^J^^^ia-ei^*L/io 
i^JEi^ISm^ v';^y;v:^/^A^n-7 h^'97^-lw-C*iML. it^^ (2) 4 
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. 5 5 g^m^mmmt Lxmzo ms 423 ([m+h]+) 

(3) it^m (2) 2. 1 9 g*v^^-9->3 Om UC^:6^L. h9>>^-4 
- b^v^ h^v) v;WT ^ > 1 . 6 5 g i:N,N' -i^'-f y yoii 

;i/a:.f-;VT ^ > 1 . OSml^SOx., 1 0 0 1 4 Bf r^m^ L/io >RiS?Si; 

7fc^^I^;i^ mmj^'^^^r-t^H^L. mm'k^:^'cmm^. M:^^m-^^^-i^':7Ax- 

L. ^'fe-/4^:ttJ2. 0 g^#/io -tL^^ ^y-;W4 Om nc^#7j-t. 1 0 
^v-^A-^mi g^iJn;t^ tK^^HT (2.7^EE) . 2 Bff^^MMTC^^To 

■7 -t:-ffl^L> ^k-^tf (3) 1. 0 4 g^^i^vA^^tt/^ LTt#fCo M 

S 3 6 9 ([M+H]+) 
[0 1181 

Hi^^i :'7^:^X(D')^°^mm (LPS) MWrn-aM^nU^^ (In vivo) 

^ (D^mt. ^j^w 13 -7 io It '2)LPSf ij?icf^<7)TNF- « t^^-r ^ 

Balb/cAnNCrj-^-^;^ (6-8ili^. B^'f-\-)\yX^) X.^ X^) 0 

.5%^^;Hr;i/n->^:fe ^0^0.2%? E G- 6 07K^l^-^'>Vfi& (HC060> B^'^^:^/ 
t)j»A) KX'mmX^fz^mt^mHO mgAg, p.o.)=&^-^L, 30^^f^ 
tcLPS (E. coli 0111:B4, Difco l^X^. ym.BM^M-^^M.Wi\^xm^i^l^ 
1 mgAgtw^t»-li:, 0.4 ml/head, i.p.) ^l&^LfZo 90^^^^^-^ 

j:--f- )i^mwi^Ti^xm.uBm-^^hmfSa.Lfzo uMLtzikmitsooogxm'L^^k. jfii 

rt^milXLT^Co JflLVtff'^T^TNF-a fiDuoSet mouse TNF-a ELISA kit (genzymeTECH 

NE) KXiMm^kn-^fZo 
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[116 41 





TNF-aW$iJ^ 
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57% 


239 
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296 
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300 


57% 
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< (i2'fi<7)T;v^>'V-ctt^$ttT^ ctv^C 1 ~C 4 T;v^w>=^^i-o ) "C^^ 

tfZ4{i, CH. N^. G^liTKm. -NR3r4^ _or5^^^ r3~r5 
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